In January 2015, the American Diabetes Association (ADA) renewed the management guidelines for diabetic patients [1] . Within this renewal, a major revision was that for dyslipidemia treatment [2] . Recommended strategies for management of dyslipidemia in this revision were:
high-intensity statin therapy for patients with overt cardiovascular disease (CVD) and patients aged 40-75 years with CVD risk factors; moderate-intensity statin therapy for patients aged 40 years or greater without CVD risk factors; and moderate or high-intensity statin therapy for patients under 40 or over 75 years of age with CVD risk factors.
Thus, this recommendation is completely different from previous ADA guidelines and from those of other countries that defined the target lipid levels for the treatment.
Self-contradiction might exist in the ACC/AHA 2013 guideline This ADA guideline followed the concept of the 2013 American College of Cardiology/American Heart Association (ACC/AHA) guideline [3] , which had been settled in accordance with ''the 2011 report of the Institute of Medicine on the development of trustworthy clinical guidelines'' [4] . Briefly, the expert panels had asked critical questions, chosen and reviewed high-quality randomized controlled trials (RCTs) and reliable meta-analyses, and resolved the critical questions. Their precise analyses had identified ''four statin benefit groups'' which would benefit from management with statins, and diabetic patients were included among these groups. This identification of ''four statin benefit groups'' is a great advance in that physicians can easily identify patients requiring treatment for dyslipidemia. Besides this identification, the panels recommended administration of a fixed dose of the appropriate statin, leaving behind the ''treat-to-target'' protocol in which titration of agents is performed to achieve target lipid levels. The theoretical framework for this recommendation was:
fixed doses of specific statins were used in the analyzed RCTs; and these RCTs did not utilize protocols in which agent dose titration was performed to target specific LDL-C or non-HDL-C levels.
However, a pitfall could underlie this analytical process. That is to say, the critical questions on ''whether target levels can be found for the treatment of dyslipidemia'' are selfcontradictory. Most high-quality RCTs are conducted double-blind with specific agents at fixed doses. In other words, it is impossible to set different target lipid levels for each research group if trials are double-blind. Thus, no matter how we looked for RCTs which settled target lipid levels, it is theoretically impossible to find them in double-blind trials.
Monitoring of lipid levels
The ACC/AHA guideline recommends monitoring lipid levels periodically after initiation of statins. However, contrary to the ''treat-to-target'' protocol, the guideline insists that the values obtained should be used solely for assessing a patient's adherence to the medication and lifestyle modification, but not for titration of statin dose; the 2015 ADA guideline also follows this principle. The concept which underlies this principle is that ''with high or moderate intensity statin therapy, more than 50 % or around 30-50 % LDL-C reduction, respectively, should be attained. Thus, titration of statin dose is not necessary''. This principle, which is substantially identical to the ''fireand-forget'' approach, is very simple to use in the clinical setting. However, as we physicians know in daily clinical work, and as was recently reported in the literature [5] , response to statin therapy varies among individuals, and those who do not respond well gain little benefit [5] . Furthermore, assessment of specific percentage reduction from the baseline level is, somewhat, a cause of concern; the absolute target LDL-C values used vary among patients, because of different initial lipid levels before treatment. In addition, because the general rate of LDL-C reduction with statins is greater for Japanese patients than for American patients, the statin dose recommended in the ACC/AHA guideline cannot be readily applicable for Japanese.
Residual risks and non-statin agents
Management for residual risks has received worldwide attention with the purpose of achieving a further reduction in atherosclerotic diseases. Among these risks, elevated residual cholesterol, low HDL-C, and high triglycerides levels are the major lipid components among patients with insulin resistance. Several non-statin agents, for example fibrates, are known to effectively improve these lipid abnormalities compared with statins. As for fibrates, RCTs, for example FIELD [6] or ACCORD [7] , did not achieve good results for primary end point. The panels of the ACC/ AHA guideline, therefore, did not positively recommend fibrate usage. However, failure for the primary endpoint of these trials is probably because of the study design and the inclusion criteria for lipid abnormality. Sub-analysis of FIELD and ACCORD which examined results for high TG and/or low HDL-C patients, who were to be administered fibrates daily in a clinical setting, revealed the benefit of fibrate usage [7, 8] . Although the 2015 ADA guideline does not clearly recommend use of fibrates, it does not exclude their use, because the sub-analysis results from the ACCORD trial were referred to in the text. After recognition of statins' supreme benefit in the early 2000s, from the perspective of ethics inclusion of statins in the trial protocol became almost obligate when designing the trial. Thus, when we evaluate recent nonstatin RCTs, we must take into account that the genuine effect of the agents examined might be obscured by the effect of the statins. Taking this into consideration, it might be necessary to include and evaluate previous RCTs, for example VA-HIT [9] , even though their evidence levels were deemed intermediate. Notably, despite this circumstance, the recently published IMPROVE-IT trial clarified the benefit of ezetimibe added to statins, and the diabetic patients in IMPROVE-IT gained greater benefit than the whole cohort [10] . For the next revision of the guideline, ezetimibe should be included as a positive agent; however, other agents might also need to be re-investigated.
Future perspective
The issue of the 2011 report of the Institute of Medicine on the development of trustworthy clinical guidelines [4] is a great advance for the construction of guidelines, and it is absolutely necessary to utilize the results of high-quality evidence in constructing guidelines. However, at the same time, we must always consider whether or not the critical questions raised are adequate.
To achieve perfect guidelines is impossible; however, the guidelines, even if they are not perfect, should at least bring the greatest benefit to the patients and result in the best usability or convenience, even for non-specialists. Furthermore, the guidelines should vary depending on race, social factors, changes in disease structure, etc. There is not as much evidence appropriate for Japanese as for Caucasians; however, the Japan Atherosclerosis Society (JAS) guideline, which the Japan Diabetes Society (JDS) guideline follows for management of dyslipidemia, has been settled, taking into account much domestic and foreign evidence. It is thus, reasonable to use the JAS or JDS guidelines [11, 12] for management of dyslipidemia for Japanese diabetic patients.
Humans, unlike computers, possess wisdom. We have the ability to interpret results of trials by taking the study background into account, and to harmonize and combine several trial results. For settlement of sophisticated guidelines, we may need to utilize both wisdom and high-quality evidence.
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